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November 30, 2008 

Reference: Registration # 64-R-0001 

Explanation for animals classified under Item E of Amended APHIS Form 7023: 

23 Rabbits utilized on an approved protocol for Rabbitpox Infection as a model of Human 
Smallpox succumbed to a fatal dose of orthopox as part of model characterization. 

Two cynomolgus macaques in a study (08-09-061 F) defining the protective immunogeniclty 
of a Venezuelan Equine Encephalitis Replicon vaccine succumbed to challenge by 
Monkeypox. Intervention was not possible from a scientific perspective to fully demonstrate 
the model of infection. 

Four cynomolgus macaques in a study (08-04-029F) defining the protective immunogenicity 
of a novel investigation pox vaccine succumbed to challenge by Monkeypox. Intervention 
was not possible from a scientific perspective to fully demonstrate the model of infection. 

One cynomolgus macaques in a study (08-02-1 OIF) defining the protective immunogenicity 
of a novel DNA pox vaccine succumbed to challenge by Monkeypox. Intervention was not 
possible due to the rapid progression and sudden death of the animal. 

Eight cynomolgus macaques in a study (06-08-041 F) comparing the intravenous and 
intratracheal routes of infection succumbed to challenge by Monkeypox. Intervention was 
not possible due to the rapid progression and sudden death of the animals. 
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February 17. 2009 

Reference: Registration # 64^-0001 

Explanation for animals classified under Item E of APHIS Form 7023: 

“23 Rabbits utilized on an approved protocol for Rabbitpox Infection as a model of Human 
Smallpox succumbed to a fatal dose of orthopox as part of model characterization." 

Please amend explanation to read: 

23 Rabbits utilized on an approved protocol for Rabbitpox Infection as a model of Human 
Smallpox succumbed to a fatal dose of orthopox as part of model characterization. Model 
characterization required death as an endpoint to fully establish the natural progression of tiie 
disease in the rabbit model. The orthopox infection resulted in pain and distress that could not 
be alleviated without significantly altering the natural progression of tiie disease. 
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